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m \zmm~r & fiTS^ sns^, * § v > * ft± $ #> o^so^i * 
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$ynznmm&&mufcy^x^j£x&z>zt. (2) mm\zmm?%>4kmz 
mz.5%>mm&> mj±'&&m-rz>z\t, (3) wigs^w-r^^ (4) m 
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±3B©Hft i *^T«jef Sfe©ttWS«SnT*&*r, *MB«*S£^J&5fe*bT 
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20 >/\° * Hjgsassi §«#rr s . 

&5£W\%, i/9u3rV7 4 > □ # 'J Jl/^ > K (if h 7 y ^ n 
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*mmz, m&MVttf. /vrr;k y>y°)i, &#m&&zffifr*>tez>m&*) 

«»j*ai«-r-s. 
io a^mwrrso 

15 mx*mMTz>fztb(Dm&(DBM 

nk°l/> (PP) , tfVJL^U^Uy&U—b (PET) , #u#— K 

^ « / )v#)v* y t> b < ta-T- h ^ v # u b ^-t > £ it it^n z oimmifcfc e <d y 
20 ymfflmM&fc&&z$ j t<D7kmmm, / jv#jb*y his<\z^b 

y □ tr w > t oa^^cfc t) \zy?u^ >fjpii^iiy ^ □ ^ y?-M% 
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#HS¥3 - 1 2 2 1 3 7f. #i¥4 - 6 3 8 0 7 ^§-&£ l:|5t^nT^5. 
^M5y^Dt^7^/3#'J?- (COC) , / )l/#)l*>&mm 

s-^ru 7kmmiiui<fcm&m'v&z>i/t7u-*u7j (cop) 

t^„ ^^J;5 7 t j:COC4oJ;U : - < COP«Mx.«'#li I F5 - 3 0 0 9 3 9#&£>^ 
^#^^5 - 3 1 7 4 1 mi£BE*;*nwS. ^Oi^^l^COC, C 

io op©*jfis^T^-r. 

(1) COCOi (fb7^oHft>tif^>©*iM) 
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(2) COCCD^iJ U )\stf)V*>m£tt\s>tji£<D*U7>t >£<D#m&fc) 




hUC H 2 C- 




— J m 



R l 
R'- 




CH 2 =CHR 



r 



-CH 2 — CHR- 




R' 



R" 



_J n 



(3) COPWij -*>m<D\ 




2. *^^in 



CH2 CH2~ 



n 




1. m 



2. 7kmMkm 




n : m&m, m, m' : ^M^^&=E)U]t, 
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mWim) ^^lilK, Daikyo Resin CZ (£6j&flD t. LTrffJRSnTl^S. 

ji h v u > ^$^30 i: l t#^-t § d k j: d > mmmm iz&kz mm ^ x ^ 
15 ^nnz-nif (g-csf) , mmt^^uy T -^ziu-—mmm^(G 

M-CSF), lU70to>(EP0), hn>##X^>#©itJfilH^, -f> 

$?-7^u>, il-1 ^ il-6 mw-i hti< >. 7u-^-)vmw. mmzf^ 

VI I I l^5P>, 0/a'J>, MMSi^s c F)^^^tr^\ 

20 znt>izm%:znm\ ^>/^^nco^h, epo, g-csf, hn>^ 
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%mMMmizttM-2nz>mmfim%.v\,\ m^mmmmiz\t, 

5 -X7\AX^-5Pm«(CHO,1tt), BHEtt, COS MJ&> fch 

^TjfittiL, ^liiifct)©, ite^x^w¥^ (M%-t£wmm6 1-122 

10 8 8^) !:iDft<--X7\A7^-Mi (CHO) , BHK«, CO 

smm, fc hmmommtziZizm^vtb. m^(D^mxmtav^mmmLfc^ 
(Dfim^znzo zzizit, PEGmiz^KKt^mmzntcEPOh^ts ch^ 

#rFm^li##WO 9 0/ 1 2 8 7 4#M) o ££>Kl, UflCD^} t,iT^&</> E 

15 ©n-^m*M/£I^^ 

l^cD^^niy^itm^wc^mm^^^^o^z^vrzEPommi^h^ 

(#l7tfc£, ^l¥8 - 1 5 1 3 9 8^, #S¥8- 5 0 6 0 2 3 . $ <=> 

J: V m &t (D Ml £ m ftn f£ 1* & © T ft o T t> «k ^ . 
20 ^BJ^^^TW?«^<hLT^fflT^M^'l4^>A 0 ^S^G-C S FTft 
Id G - C S F ttffiM&KWKSn&G- C SFTJ&natTfffltt 

25 XAAX^— IP* (CHO) ffi|j& C12 7fc C O S«JSfc<!:©»«iJE&*<7> 
ffSKf^H, -f-X h®X«CHO«tCJ:-oTjt{g™M^-fe^ffl(/iT 

v>T£j££nfc*>a>"ea&5o PEG^^^Dfb^tfp^n/tG-cs 
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Ffc^tr mm^tam^m^wo 9 0/1287 4#sg) . 

10 tl7t^^^ta^^^ 0 &3V^«$£j& (reshaped) LfcfchtrL^^* 

— ;k y;nfl — ;k -r/vi — ;k £Om-x, — 7^h-x, 
20 ISSffl^SiWtS. ^MtU^LT^ N-T-fe^;i/->x-r-r >, n- 

L-773^E>tAVHf-b. L-7X3JHf>^7f7I/-h, ffiiMzfc 

t^[j:xfk>y75>0^i-t b U -7 A (EDTA) , tf n U HJ «7A, 
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ffl£t>W2±. mfctDVz/VJ*. U>j&^MJ^A, U>Bt*U^A, KBfezK* 

v;nf y Hiflfi^xx^;!/, #u^->x^i/>^u-feu >i§jmxt^;k # 
10 ijxf^>^'j3-j«iixfjk 7^u^'>x^i/>T;i/^;i/x— 

# U ^>x^ 1/ >^ U 7° p tf l/>7Wi-f;k # U ^ ~>X5F- V 
>7M^7xXjH-fJK ^U^->X^l/>^ffct^>ttfN 3^U^~>X 

15 >y;WWx— 5\M5fcBgtS» TJWXM^a^Hx^tM ; ^M©#® 
SffiWTftSI/^X ^U-feDU>JKR, >xfU >JKR» ^3«JI&J»» 

$f^b<, ^o^tt*u^-^Fvx^i/>y;i/H^> ; &/^-^x- h wuvjk 

— b8 0) *5j;^#'J^^X5 i l^>y;Hf^> : E/ zr^V— V (#'JVM- 
20 h20) , *^7^y?l (#J*-fc£, L-^DL-*0 

D<->>, h'J^h77X t'J>, ^;U^5>BS> 7Mx>, k^fvX 
■J^>, ^^X>, 7 xXJl/7 7X>^j;^7-fef ;l/ h 'J 7° h 7 7 >fj: 

^^>m> l-t;^x>, l - bxf ^>*ctrJ!L - u y >^ oit 
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L/T, 0. OUg-lOOmg/ml, jfiKIJO. 5/ig~50mg/m 
1 <D^>A°^K^#tTo ^J^.«E P OOi^tfiim^CE P OOiH — 
5 fflilzfe 1 0 0~5 0 0 0 0 0 I U/m 1 ($U 0 . 5 ~ 3 0 0 0 ul g /m 1 ) , £F 
Sb<H2O0~ 1 0 0 0 0 0 I U/m 1 (&J 1 ~ 6 0 0 u g /m 1 ) , £ h \Z 
£?£L< «7 50-720001 U/m 1 (^4~4 0 0 m g/m 1 ) T$>£ 0 
£7c, G-CSF©^};ll 1 ~ 1 0 0 0 g/m 1 , 

jfftL<[ilO~8 0 0 Mg /m K £ <E> H£F£ L<«50~500#g /m 1 
10 T&£ 0 £fc> ^T&Sig^rf;:^ — J&KteS^iS^it^T 0 . l~2 0 0m 
g/mK $ftl<ttl~12 0mg/ml^5o' 

U >^-7jc^^- h U ^7 A - U >M-7K^^- h U ^A,^^ff L- < , ^ 

©^(ihepo, #-r ^- >'I4^®?^ (Mz. u v h 8 o , ^uv;v 

£?£L< ttL- t7^5/» pH^5. 0-8. 0 , £f 

20 £L<te5. 5-7. Ott^Ci^^t^o 

«G-CSF, #-r^>tt^®^«iJ (M^'JVJK-h8 0, ^'JVJK 

-h20) , ^j;m^^dt^ir^j> mmmwrn, mmm, mmm, ph 
hbsesk mmtm. mmm. ^mitm. mim±mm^^. ph^s. o- 

25 8. 0> $?£b<«6. 0-7. 0 ft&^t&B^V^o 

oj&z$g-c s F&m^Ttmisfc&)&-rz>mMM\z*k~t£oiz. a ox:- a* 
R(Dmmm.m&ft^>fzmzb. ^^^m^izitmhxm^x^m^EPomw 
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*^0J K =k o T * >A° ^ H^$i»J £ KHaTSt £ - 1 # pJf g £ 

10 

<D SMc&tf JB$g$& ^ » $ nfc ^ > A' * «}&*&§^J « > ^ > A ^ 
nfc^i^'UD fc^T&So *fg0^C£D, LTV^c^>A^ 

^fefi^xm^%sizvc^Tmmf)m<, um^\z<^(Dx\ mmzbmi<x& 
20 mmm 

^ (g-csf) ^^jtbTffl^x, mmmm&mm^tz 
m^iztevsmxfo&o 

25 OTOH»^43ViT, ^iJCDlM^RP-HPLC^Jffe^ffl^TE 

P O * fz\Z G - C S F CO^m^ib 3 Z. t \Z D ft o fco 

«m : epo^ssijoi o°c 2 5x:umz&tf%&m&m®iumi 

Mftmm 1 m 1 tplZUTOf&ft : 
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e p o 1500 mmm±L 

(#UVM-h8 0) 0. 0 5mg 

mt-ThWA 8. 5mg 

5 L-tXfy> 1. 3 5mg 

10mM'J>iWIl:tpH6. OtcMMt^Co 

10 #<afc^Jn#n?«&5 C OP*>&«l : *t&*lX», Daikyo Resin CZ (Sfibfi 
ff) ) C^n^bTE P Ojg^J&WSL, 10tT3^fl*<t^9^r 

> ifcEPosic ho«14 $ nrc^ii ^tti>ai 

15 A^>A°^SfTr&£o 

#5n&tt*&ETF©Sl (10°C^#) , &&&m2 (2 5W) l:^to 
R P - H P L C fttiti&V&HM LfcEPO <D^»^^ b , # */ 3 f*] <D&&U 
ftmm (Initial) <D£g#^£ 1 0 0 ^tlfcttOS#$§it. 

20 «1 1 o t:fi$5fe£ttttlfcas* 



Lot 




Initial 


3 months 


9 months 


1 




98.0% 
(100.0%) 


98.6% 
(100.6%) 


96.4% 
(98.4%) 


COP 


98.0% 
(100.0%) 


98.7% 
(100.8%) 


97.1% 
(99.0%) 


2 




93.4% 
(100.0%) 


93.5% 
(100.2%) 


91.1% 
(97.6%) 


COP 


92.7% 
(100.0%) 


94.2% 
(101.6%) 


92.0% 
(99.3%) 


3 




97.0% 
(100.0%) 


97.1% 
(100.0%) 


94.1% 
(96.9%) 


COP 


96.7% 
(100.0%) 


97.8% 
(101.1%) 


95.7% 
(99.0%) 
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m2 25 "cmm^Mmm^m 



Lot 




Initial 


3 months 


6 months 


12 months 


24 months 


1 




98.0% 
('1 00 0%^ 


97.1% 
(99.0%) 


94.7% 
(96 6%) 


89.4% 
(91.4%) 


85.4% 
(87.1%) 


COP 


98.0% 
(100.0%) 


98.8% 
(100.8%) 


98.1% 
(100.1%) 


97.2% 
(99.1%) 


96.2% 
(98.2%) 


2 




93.4% 
(100.0%) 


92.1% 
(98.6%) 


89.7% 
(96.0%) 


85.3% 
(91.4%) 


83.3% 
(89.2%) 


COP 


92.7% 
(100.0%) 


93.7% 
(101.1%) 


92.9% 
(100.2%) 


91.7% 
(99.0%) 


89.4% 
(96.4%) 


3 




97.0% 
(100.0%) 


96.2% 
(99.2%) 


93.8% 
(96.7%) 


87.5% 
(90.2%) 


88.6% 
(91.3%) 


COP 


96.7% 
(100.0%) 


98.1% 
(101.5%) 


97.5% 
(100.8%) 


96.3% 
(99.6%) 


94.9% 
(98.1%) 



mfrzmzfrfe&oiz, i o°c, 3^> 9^m&#-m, u^xgm^s. co 
pm^mthizEPon^mt^mmizit^vxm^i o o%{%w-gnx^z> a 

5 £7c, 2 5C. 3trR, 6^3, 12^iM, COPSWEPOg# 
mfe^mm (CitiKLT 100 %^f#£tlT:fcD, 2 4^{£#f£-e& 9 6-9 

^H^(DlSfIg^^^J6? ! 5±A$nfe^>A^M^^J, tele 
10 E P O co ,fc a tCMIICO^ Hfc* >A°^ K^^IJ^SSTS^ M*£# bt &H#> 

nmm 2 : e p oi§ot© 4 0 cmk^ 
mmmi t mm iz v x -n x m%> £ zs c o p m^miz^m l xmm v tz. e p o 
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3 4 oTciraattlfctt* 



Lot 




Initial 


2 month 


4 months 


6 months 




tj*^x 


98.0% 


84.2% 


79.8% 


72.3% 


1 




(100.0%) 


(85.9%) 


(81.4%) 


(73.7%) 




COP 


98.0% 


94.9% 


92.8% 


87.5% 






(100.0%) 


(96.9%) 


(94.7%) 


(89.3%) 




#^x 


93.4% 


83.6% 


79.4% 


67.1% 


2 




(100.0%) 


(89.6%) 


(85.1%) 


(71.8%) 




COP 


92.7% 


89.6% 


86.1% 


81.2% 






(100.0%) 


(96.6%) 


(92.9%) 


(87.6%) 




#^X 


97.0% 


88.8% 


82.8% 


73.1% 


3 




(100.0%) 


(91.5%) 


(85.3%) 


(75.4%) 




COP 


96.7% 


92.8% 


88.7% 


85.7% 






(100.0%) 


(96.0%) 


(91.8%) 


(88.6%) 



unso^^E), 4oc, 6*-££T<£>t«rm, EPoiMJacop 

»§g \Z?m L 7 X SS^SS tC^« L fc % © «fc 0 * -=> & o 

3 : e p ommmo 5 0 cmi^ 



4 5 0 t^lKIjffittlfctt* 



Lot 




Initial 


1 month 


2 months 


3 months 




#^X 


98.0% 


68.5% 


48.4% 


34.5% 


1 




(100.0%) 


(69.9%) 


(49.4%) 


(35.2%) 




COP 


98.0% 


81.6% 


65.9% 


55.5% 






(100.0%) 


(83.2%) 


(67.3%) 


(56.7%) 




#T7X 


93.4% 


60.2% 


45.2% 


33.4% 


2 




(100.0%) 


(64.5%) 


(48.4%) 


(35.8%) 




COP 


92.7% 


77.3% 


62.6% 


52.3% 






(100.0%) 


(83.4%) 


(67.5%) 


(56.4%) 




#^x 


97.0% 


65.6% 


46.8% 


28.6% 


3 




(100.0%) 


(67.6%) 


(48.3%) 


(29.4%) 




COP 


96.7% 


79.4% 


65.0% 


55.2% 






(100.0%) 


(82.2%) 


(67.3%) 


(57.1%) 
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fr-ofz* 5 0°C, 3 5-R^~V<DtimUm7!te> E P 0«F?*«?W«C O P SU&gK: 

5 mmm 4:ep o^mj© 6 o °cmmum 

mmm 1 1 ra« \z vxji ? &z$c o p si^g tc^* l th®i l ^ e p o 



5 6 0 'CMfiiMSJll 



Lot 




Initial 


1 week 


2 weeks 


3 weeks 






98.0% 


80.1% 


70.2% 


55.9% 


1 




(100.0%) 


(81.7%) 


(71.6%) 


(57.0%) 




COP 


98.0% 


87.9% 


80.4% 


73.2% 






(100.0%) 


(89.7%) 


(82.0%) 


(74.7%) 






93.4% 


74.5% 


65.6% 


51.7% 


2 




(100.0%) 


(79.8%) 


(70.3%) 


(55.4%) 




COP 


92.7% 


83.0% 


75.6% 


68.5% 






(100.0%) 


(89.5%) 


(81.5%) 


(73.9%) 






97.0% 


79.5% 


65.1% 


54.4% 


3 




(100.0%) 


(81.9%) 


(67.1%) 


(56.1%) 




COP 


96.7% 


86.1% 


78.4% 


68.6% 






(100.0%) 


(89.0%) 


(81.1%) 


(70.9%) 



10 

^7Xm COP£gV>mfc*#Lfc'b0>fe, 6 0°CTMT££3P 

15 

USS^J 5 : G - C S F &*g»#J® 4 0 °CMf» 
G-CSF^$a^J<7)gagS 
«M$t 1 m 1 4>K:J^TCD^ : 

G-CSF 125jag 

20 3}?'j^s/x^i/>y;nf ^>^y h 

(#'JVM-h2 0) 0. lmg 
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mt-rbVVJ* 7. 5mg 

lmo l/Lllt:tpH6. 5\zmMl>t£o 

m. : ±W,mXM, Daikyo Resin CZ (SMHK) ) C^n^UTG-CS 

f tsmm&MM i» > 4 o °c o jniattiftT 2 jana## u &. 

**iweffifflbfcG-cs FacHODS"ei4snfc«jB&tt5 
10 satsi^.^>/t^a*t?*5o 

#e»nfc«s*&£iiTo*6 (^t= m^«R p - hp l c$ttjfffi*raij£b&G 

-CSF©^I^L, #^3ft<D£»teofe*B# (Initial) ©W^10 0% 

t l & <h # omwm £ ito 



6 4 o'cmmtmsM 





Initial 


2 weeks 


(yija>t^JP*i*) 


100.1% 
(100.0%) 


85.4% 
(85.3%) 




100.1% 
(100.0%) 


84.8% 
(84.7%) 


COP 


100.1% 
(100.0%) 


94.6% 
(94.5%) 



15 

^ ;M^fir) *«fctf8 4. 8% (y'jn>^JW) Tab D , C OPSINS 
S9 4. 6%-e$.-=.7Co C:Ott*^6, 4 0t, 2jlW*-eottlftT?tt, G-C 
S F ^®»3'Jte COP S^§^;£* b ttOfijJ 7 X§^2s bfc © J: 0 fe 

20 ^srr&^fc. 

9R#Jig*g lmlffl:EPOS 1 5 0 0 HBMM£;*fcJ;4 8 0 0 0 HEWi^ tTX 
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